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> / DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service

Food and Drug Administration
Rockville MD 20857

NDA 20-272/SE5-009
NDA 20-588/SE5-005

Janssen Research Foundation 7/2/99
Attention: Victoria M. Wagner-Weber

Manager, Regulatory Affairs

1125 Trenton-Harbourton Road

Titusville, NJ 08560-0200

Dear Ms. Wagner-Weber:

Please refer to your supplementa new drug applications of March 28, 1997, submitted under
section 505(b) of the Federal Food, Drug, and Cosmetic Act for Risperdal (risperidone) Tablets,
Risperdal (risperidone) Oral Solution.

We acknowledge receipt of your submissions of June 2, 1999. Y our submission of June 2, 1999,
constituted a complete response to our January 12, 1999, action letter.

These supplemental new drug applications provide for revisions to the Geriatric Use section of
Risperdal (risperidone) Tablets and Oral Solution labeling (additions are underlined, deletions are
in strikeout font):

Geriatric Use

Clinica studies of RISPERDAL® did not include sufficient numbers of patients aged 65 and
over to determine whether they respond differently from younger patients. Other reported
clinical experience has not identified differences in responses between elderly and younger
patients. In general, alower starting dose is recommended for an elderly patient, reflecting
a decreased pharmacokinetic clearance in the elderly, as well as a greater frequency of
decreased hepatlc renal, or cardlac function, and of concomitant disease or other drug
therapy y 36R (See CLINICAL PHARMACOLOGY
and DOSAGE AND ADMI NISTRATION) While elderly patients exhibit a greater tendency
to orthodtatic hypotension, itsrisk in the elderly may be minimized by limiting the initial dose
to 0.5 mg BID followed by careful titration (See PRECAUTIONS). Monitoring of
orthostatic vital signs should be considered in patients for whom thisis of concern.

Thisdrug is known to be substantially excreted by the kidney, and the risk of toxic reactions
to this drug may be gregter in patients with impaired renal function. Because elderly patients
aremore likdly to have decreased renal function, care should be taken in dose selection, and
it may be useful to monitor renal function (See DOSAGE AND ADMINISTRATION).
These supplements also provide for additional statements under PRECAUTIONS as follows:
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Orthostatic Hypotension: RISPERDAL® (risperidone) may induce orthostatic
hypotension associated with dizziness, tachycardia, and in some patients, syncope,
especialy during the initial dose-titration period, probably reflecting its alpha-
adrenergic antagonistic properties. Syncope was reported in 0.2% (6/2607) of
RISPERDAL® treated patients in phase 2-3 studies. The risk of orthostatic
hypotension and syncope may be minimized by limiting the initial dose to 2 mg
total (either QD or 1 mg BID) in normal adults and 0.5 mg BID in the elderly and
patients with rena or hepatic impairment (See DOSAGE AND
ADMINISTRATION). Monitoring of orthostatic vital signs should be considered
in patients for whom thisis of concern. A dose reduction should be considered if
hypotension occurs. RISPERDAL® should be used with particular caution in
patients with known cardiovascular disease (history of myocardial infarction or
ischemia, heart failure, or conduction abnormalities), cerebrovascular disease, and
conditions which would predispose patients to hypotension e.g., dehydration and
hypovolemia. Clinically significant hypotension has been observed with
concomitant use of RISPERDAL® and antihypertensive medication.

Dysphagia: Esophageal dysmotility and aspiration have been associated with
antipsychotic drug use. Aspiration pneumonia is a common cause of morbidity and
mortality in patients with advanced Alzheimer’s dementia. Risperdal and other
antipsychotic drugs should be used cautioudly in patients at risk for aspiration

pneumonia

We have completed the review of these supplemental applications, as amended, and have
concluded that adequate information has been presented to demonstrate that the drug products
are safe and effective for use as recommended in the submitted final printed labeling (package
insert submitted June 2, 1999). Accordingly, these supplementa applications are approved
effective on the date of this |etter.

If aletter communicating important information about this drug product (i.e., a"Dear Health Care
Practitioner" letter) isissued to physicians and others responsible for patient care, we request that
you submit a copy of the letter to this NDA and a copy to the following address:

MEDWATCH, HF-2
FDA

5600 Fishers Lane
Rockville, MD 20857

We remind you that you must comply with the requirements for an approved NDA set forth under
21 CFR 314.80 and 314.81.

If you have any questions, contact Steve Hardeman, R.Ph., Regulatory Management Officer, at
(301) 594-5533.
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Sincerely,

Russell Katz, M.D.

Acting Director

Division of Neuropharmacologica Drug
Products

Office of Drug Evaluation |

Center for Drug Evauation and Research



